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Clinical examination was conduy

Results:

No treatment related signs were aobzerved in any te
group. No treatment related deathe or toxic s~fect e
cbserved during the obserwvation period.

There was no significant nor compound related 1nCcresse
in micronucleated polychromatic ervthrocyvies ({FrCE) cbserwved

PCEe from in either male or femzie treated grouns at 24 and
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72 hours post application when compared to the negative
controls. -t 48 houre post application there =22 &
significant increase in FCEs in the treated fsmales in
contrast t- the males or pocled males anc Ffemsles when ‘
compared to the negative controls.

The positive contros arcup exhibited 2 tox=ic effezt by =
reduced FCE/NCE ratic and an increase in micrcnucieateld
polvchromatic ervithrocytes relative to the negstive cantrol
group mirocnucled.

Discusciaon: Thise study Zan not be evaluated &z 2
mutagenictty assay Decause nc evidence hazs been pressnted
chowing ihe test material reacned the tzroet T Fsue I2.z., b
changing FIESNCE ratics.

Compound: Trifcocrine
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Core Clagsification: Inconclusive

: There was no evidence of chromosome mutaticns bv
*a the chromosomee or to the mitotic apparatus (&=
manifested o¥ induced number of micrornuclei) at the 24 or the
i .
1

= zfter acute dosing. The increase in
i found in the females 48 houre after dosing wa
repeated for verification.

"

(1) The tes t material vueed wae Triforine [MN,MN"-[1,3 -
cipers inedird - s - (2,2,2 - trichiorcethylidene? — bis -

uformamzdel]] Lot number 1§88, P2.8% pure {analrsis umoer
alH 221%312 v, 20.87.53) powder dyssoved in Z%
&

— o

Carboxvimethvlicelluiose in distil d water at MTD of Sobe
mg/kKe body weight.

{Z2Y The n=gative Lontro group received the test
mater:zl uvehicle 2% carboxymetnvicellulose socium zalt in
distilled water.

The positive control grouz received 5@ mosko body we:gnt
«f cyciophosohamide (reference mutagen? dissolved in e.%%
saline soluticon,

3 Mice MMRI =FM (outbred, SFF quality from
H insi1erfarm Magoerin AG3414 Fuellin

1e ¢dcr¥/qchu~s (54 male
ang S femalesl, <

=
seuen weeks initiation of exper:ment,
25-4f grams were use as the species ang sirarn,
of zrnoice for thiz assav.

e mice wsre randomiv assigned to three arcoups
coansizting of 12 males and 132 “emales each to be trezzec w:ith
a2 cincie oral dose L5+ gavage o negative control materizl.
pez-tiae control material or tezt materizl. %i: mice per =e
per oroup were smor:ificed st Z-, 48, znd 7Z hours atter’
treatment, Fiue an:mals per sex per group were euvzlusted
micresconicalty., The remaining animal Der gQroull Was
gusluszted macroscopically 14 ceath or imperfections preziuded
cuzlusticn cf *the $:rst five gper group, The dosing volume of
211 materiais wes 26 mi-Hg s2nimal oooy weight

The bodsy marcows from Bofto fFemurs were areb zredg for
zvnlyustior., The euziluation ¢Schmiz, b.: The mroronucleds
test, Mutatin Res 31: $-15,197% az based upon sCoring 1249
ervihrocytes oolechramatic (RDT =z rmermochromzfts o -3
cer imzl forom i .nc z. -
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(2) #Ae the Internaticnail standard for micronucleus
assay., 3% female 7 week old mice "NMRIY weighing Z&6-31 gms.

Y were used. (Sed., 1775
) Sehm.d

Methodsz: The mice recsived a single oral dase of 2ee,
or 5888 mo-Kg test material in 8.1 ml CMC. CMC was u
*he negative control. Cyclophosphamide was used as a
positive control substance.
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~oupe were campled S8 hours aftter dosing.

Triforine dosed animale were apparently unaffected b -
treatment with the test compound and there wers no .
mortzlities. Tnere was ac 2ffsct on the PCE-MCE ratic at 2£§
=nce levs'!, or any dirsct ar indirect evidence that triforine

c
reached the target tissue.
The positive control group hac & significant incregzse in
. tthe number of micronucleated po*v&hromatic erythrocrtes
walidatinn the teet as well as an sftered PCE-MNCE reztics.,



Background

There are no acceptable mutagenicty studies with Triflorine
at this time in the Agency. The Mouse Micronucleus Assay
was submitted to replace an invalid IBT Dominent Lethal
Study. The Agency should be consulted for guidance prior

to submitting future mutagenicty assays to fill this data
gap.
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